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ABSTRACT t 



that are functionally or exactly identical to the starting products, 
thereby resulting in exponential amplification of a desired nucleic acid 
sequence. Specifically, sequences are cycled between RNA and DNA forms 
using the following basic steps: (1) a T7 RNA polymerase promoter is 
ligated onto a single-stranded DNA template; (2) T7 RNA polymerase makee 
many copies of RNA: (3) a complementary DNA is made from the RNA by 
extension of a primer by reverse transcriptase; and (4) the RNA template 
is / removed by ribonuclease H. This amplification method is useful for 
purposes such as genetic research and diagnostic assays* 

US PAT NO: 5,182,377 [ IMAGE AVAILABLE! L3: 2 of 6 
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Vaccination with yeast-expressed cottontail rabbit papillomavirus (CRPV) 
virus-like particles protects rabbits from CRPV-induced papilloma 
format ion. 

Jansen KU; Rosolowsky M; Schultz LD| Markus HZ; Cook JC; Donnelly JJ; 
Martinez D; Ellis RW; Shaw AR 

Department of Virus and Cell Biology, Merck Research Laboratories, West 
Point, PA 19436, USA. 

Vaccine (ENGLAND) Nov 1995, 13 (16) pi509-14, ISSN 0S64-410X 
Journal Code: X60 

Languages s ENGLISH 

Document type: JOURNAL ARTICLE 

Papillomaviruses infect epithelia of the skin and mucous membranes and 
cause benign or malignant tumours in animals and in humans. The viruses are 
highly species-specific, and cell culture systems for propagating human 
papillomaviruses (HPVs) do not exist. However, there are several animal 
papillomavirus morlpl**. In the cottontail rabbit papillomavirus (CRPV) 
system, we demonstrated that recombinant CRPV virus-like particles (VLPs) 
consisting of the capsid proteins LI or Ll+LE' can be produced in the yeast 
Saccharomyces cerevisiae. Three immunizations with LI VLPs formulated on 
aluminum adjuvant at 1-100 micrograms dose-1 efficiently protected rabbits 
from chall enge with CRPV. Sera of immunized rabbits were shown to contain 
high-titered serum antibodies to CRPV LI VLPs and to neutralise CRPV in 
vitro. Our results suggest that recombinant yeast-derived VLPs could be the 
basis for a candidate HPV vaccine. 
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09367152 95297152 

Sequence determination of human papillomavirus type 6a and assembly of 
virus-like particles in Saccharomyces cerevisiae. 

Hofmann K J ; Cook JC? Joyce JG? Brown DR$ Schultz LD $ George HA; 
Rosolowsky Fife KH 5 Jan^^n KU 

Department of Virus and Cell Biology, Merck Research Laboratories, West 
Point, Pennsylvania 19486, USA, 

Virology (UNITED STATES) Jun 1 1995, £09 (£) p506-18, ISSN <ZKZi4£-68££ 
Journal Codes XEA 

Languages s ENGLISH 

Document type: JOURNAL ARTICLE 
\ Human papillomavirus 6a <HPV6a), the most abundant HPV6 subtype, was 
detected in a vulvar condyloma acum i n^i; mm. The complete genome of HPV6a was 
cloned, and its DNA sequence was shown to be over 97% identical to the 
HPV6b sequence- Of the eight open reading frames (ORFs) of HPV6a, only the 
imputed amino acid sequence of the major capsid protein LI was identical to 
the corresponding HPV6b sequence; all other HPV6a ORFs showed amino acid 
changes compared to the HPV6b ORFs. The HPV6a LI or the LI + L£ ORFs were 
expressed in the yeast Saccharomyces cerevisiae. Se 1 f -asse mbl y of the LI 
capsxH, protein into virus-like particles (VLPs) was demonstrated both in 
^V&q£Ul as well as LI + L£ coexpressing yeast strains, Copurif icat ion of the 
LI r and L£ proteins showed complex formation of the LI and L£ proteins in 
the yeast-derived VLPs of coexpressing strains. 
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